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ACCESSION NUMBER: 2006466969 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 16761314 

TITLE: Distinct orientation ■ of the alloreactive monoclonal CD8 T 

cell activation program by three different peptide/ 
MHC complexes . 

AUTHOR: Auphan-Anezin Nathalie; Mazza Catherine; Guimezanes Annick; 

Barrett-Wilt Gregory A; Montero- Julian Felix; 

Roussel Alain; Hunt Donald F; Malissen Bernard; 

Schmitt-Verhulst Anne-Marie 
CORPORATE SOURCE: Centre d 1 Immunologie de Marseille-Luminy , 

CNRS-INSERM-Universite de la Mediterranee , Campus de 

Luminy, Marseille, France., auphan@ciml.univ-mrs.fr 
SOURCE: European journal of immunology, (2006 Jul) Vol. 36, No. 7, 

pp. 1856-66. 

Journal code: 1273201. ISSN: 0014-2980. 
PUB. COUNTRY: Germany: Germany, Federal Republic of 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200609 

ENTRY DATE: Entered STN: 8 Aug 2006 

Last Updated on STN: 12 Sep 2006 
Entered Medline: 11 Sep 2006 

ED Entered STN: 8 Aug 2006 

Last Updated on STN: 12 Sep 2006 
Entered Medline: 11 Sep 2006 

AB We have characterized three different programs of activation for 

alloreactive CD8 T cells expressing the BM3 . 3 TCR, their elicitation 
depending on the characteristics of the stimulating peptide/MHC 
complex. The high-affinity interaction between the TCR and the 
K (b) -associated endogenous peptide pBMl (INFDFNTI) induced a complete 
differentiation, program into effector cells correlated with sustained ERK 
activation. The K(bm8) variant elicited a partial activation program with 
delayed T cell proliferation, poor CTL activity and undetectable ERK 
phosphorylation; this resulted from a low-avidity interaction of TCR BM3 . 3 
with a newly identified endogenous peptide, pBM8 (SQYYYNSL) . 
Interestingly, mismatched pBMl/K(bm8) complexes induced a split response' 
in BM3.3 T cells, with total reconstitution of T cell proliferation but 
defective generation of CTL activity that was correlated with strong but 
shortened ERK phosphorylation. Crystal structures highlight the molecular 
basis for the higher stability of pBM8/K(bm8) compared to pBMl/K(bm8) 
complexes that exist in two conformers. This study illustrates the 
importance of the stability of both peptide/MHC and peptide'/ 
MHC-TCR interactions for induction of sustained signaling required 
to induce optimal CTL effector functions. Subtle allelic structural 
variations, amplified by peptide selection, may thus orient distinct 
outcomes of alloreactive TCR-based therapies. 
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DOCUMENT NUMBER: 142:196532 

TITLE: Methods for detecting activation of T-cells by 

MHC binding peptides 
INVENTOR(S): Chang, Jennie Chyan Chuu; Kasey, Suha; Crebassa, 

Veronique Trigueros; Montero- Julian, Felix A. 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Beckman Coulter, Inc., USA 

PCT Int. Appl. , 68 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2005010026 
WO 2005010026 
W: 



WO 2004-US23898 



20040722 



RW: 



EP 1648919 
R: AT, 
IE, 

PRIORITY APPLN. 



ZM, ZW 

ZM, ZW, AM, 



ED 
AB 



A2 20050203 
A3 20050602 

AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 
GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ , LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI, 
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 
TJ, TM, TN, TR, TT, TZ, UA, UG, UZ, VC, VN, YU, ZA, 
BW, GH; GM, KE, LS, MW, MZ/ NA, SD, SL, SZ, TZ, UG, 
AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 
EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 
SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 
SN, TD, TG 

A2 20060426 EP 2004-779108 20040722 
BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
SI, FI, RO, CY, TR, BG, CZ, EE, HU, PL, . SK 
INFO.: - US 2003-489359P P 20030722 

WO 2004-US23898 W 20040722 

Entered STN: 04' Feb 2005 

The present invention is based on the discovery that MHC 

monomers immobilized to a solid surface are capable of activating T-cells 
that recognize specific peptides in the context of MHC class I 
or class II mols. Methods for detecting T-cells responding to MHC 
monomers, and methods for measuring the frequency of specific and 
activated T-cells in a heterogeneous population are provided. The present 
invention also provides systems and kits useful for conducting the methods 
of the present invention. In one example the inventors use MHC 
tetramers as reagent' for both stimulating and staining to enumerate (1) 
total tetramer-pos . cells and (2) functional tetramer-pos . cells (e.g. 
cytokine-producing) incubated in the same tube. The results indicated 
that the presence of a high percentage of interferon y-secreting 
cells detected in the tetramer-pos. population shows a very efficient 
stimulation of T cells by tetramers. 
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Solution-based competition peptide exchange assay for 
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Sylvain; Necker, Antje 
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U.S. Pat. Appl. Publ., 4 4 pp. 
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PRIORITY APPLN . 


INFO , 














US 2003- 


517019P 
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WO 2004- 


US4910 




W 20040218 



ED Entered STN : 09 May 2005 

AB Disclosed are solution-based methods for identifying an MHC-binding 
peptide or measuring the affinity of MHC-binding peptides for an 
MHC monomer, or modified MHC monomer by incubating at 
least one MHC monomer or modified MHC monomer having 
bound thereto a template MHC-binding peptide, an excess amount of 
a competitor peptide, and a tracer MHC-binding peptide tagged 
with a detectable label (e.g. a fluorophore) to allow competition binding 
between the 3 peptides. The template peptide has lower or intermediate 
affinity as compared with the tracer peptide for the monomer. The 
MHC monomer (or modified MHC monomer) is biotinylated 

and the monomer is attached to the solid support via a biotin/avidin or 
streptavidin linkage. At least a portion of the competitor peptide 
exchanges with the template peptide and a difference in signal produced by 
the detectable label in the total sample as compared with signal produced 
solely by monomers after the competition assay is obtained and used to 
calculate affinity of the competitor peptide for the monomer. In the 
presented examples the monomer/peptide combination to be used as template 
for the peptide exchange assay was HLA-A*0201/Mart-1 26-35 and 
the selected tracer peptide was HLA-A*0201/HBVc-FITC The 
competitor peptides were HIV pol, CMV pp65, HIV gag, and EBV Bmlf-1. 
These methods are useful in peptide discovery programs and exchanged 
monomers can be further tested for activity in tetramer cell staining 
assays . 
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2004:569762 CAPLUS 
141:122328 

Microtiter plate- or bead-immobilized MHC I 

and II monomers for high throughput screening of 

MHC class I- and II-binding peptides 

Montero- Julian, Felix A.; Monseaux, 

Sylvain 

Beckman Coulter, Inc., USA 

U.S. Pat. Appl. Publ.,' 34 pp., Cont . -in-part of U.S. 

Ser. No. 269,473. 

CODEN: USXXCO 

Patent 

English' 

2 



PATENT NO. 



US 2004137537 
US 2004072262 
PRIORITY APPLN. INFO. 
ED Entered STN: 16 
AB The invention is 
class II monomers 



KIND 



DATE 



APPLICATION NO. 



DATE 



Al 20040715 US 2003-684268 • 20031010 
Al 20040415 US 2002-269473 20021011 

US' 2002-269473 A2 20021011 

Jul 2004 

based on the discovery that MHC class I and 
immobilized to a solid surface are still capable of 



forming complexes with suitable MHC-binding peptides. Methods 



for detecting peptide binding to HLA monomers, and methods for 

measuring. the relative degree of binding between two MHC-binding 

peptides as well as a method of measuring the rate of dissociation of peptides 

from MHC complexes are provided. The present invention also 

provides systems and kits useful for conducting the methods of the 

invention. 
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Entered STN: 16 Apr 2004 

The present invention is based on the discovery that MHC heavy 

chain monomers immobilized to a solid surface are still capable of forming 

detectable conformational epitopes and being detected by 

conformation-dependent antibodies. Methods for detecting peptide binding 
to HLA monomers, and methods for measuring the relative degree 
of binding between two MHC-binding peptides as well as a method 
of measurement for the rate of dissociation of peptides from MHC 
complexes are provided. The present invention also provides systems and 
kits useful for conducting the methods of the present invention. 
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CORPORATE SOURCE: 



SOURCE 



PUB . COUNTRY: 
DOCUMENT TYPE 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



ED 



AB 



Entered STN: 



Hausmann Martin; Rath Heiko C; Strater Jorn; Spottl Tanja; 
Schlottmann Klaus; Grossmann Johannes; Montero- Julian 
F A; Scholmerich Jurgen; Andus Tilo; Buschauer Armin; 
Heinrich Peter C; Rogler Gerhard 

Department of Internal Medicine I, University of 
Regensburg, Germany. 

The Journal of biological chemistry, (2004 Mar 12) Vol. 
279, No. 11, pp. 10304-15. Electronic Publication: 
2003-12-29. 

Journal code: 2985121R. ISSN: 0021-9258. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200405 

Entered STN: 23 Mar 2004 
Last Updated on STN: 20 May 2004 
Entered Medline: 19 May 2004 
23 Mar. 2004 
Last Updated on STN: 20 May 2004 • 
Entered Medline: 19 May 2004 

A tissue-protective effect of interleukin-11 (IL-11) for the intestinal 
mucosa has been postulated from animal models of inflammatory bowel 
disease (IBD) . Despite the fact that the clinical usefulness of the 
anti-inflammatory effects of this cytokine is presently investigated in 
patients with IBD, there are no data available regarding the target cells 
of IL-11 action and the mechanisms of tissue protection within the human 
colonic mucosa. IL-11 responsiveness is restricted to cells that express 
the interleukin-11 receptor alpha-chain ( IL-llRalpha) and'an additional 
signal-transducing subunit (gpl30) . In this study, we identified the 
target cells for IL-11 within the human colon with a new IL-llRalpha 
monoclonal antibody and investigated the functional expression of the 
receptor and downstream effects of IL-ll-induced signaling. 
Immunohistochemistry revealed expression of the IL-llRalpha selectively on 
colonic epithelial cells. HT-29 and colonic epithelial cells (CEC) 
constitutively expressed IL-llRalpha mRNA and protein. Co-expression of 
the signal-transducing subunit gpl30 was also demonstrated. IL-11 induced 
signaling through triggering activation of the Jak-STAT pathway without 
inducing anti-inflammatory or proliferative effects in colonic epithelial 
cells. However, IL-11 stimulation resulted in a dose-dependent tyrosine 
phosphorylation of Akt, a decreased activation of caspase-9, and a reduced 
induction of apoptosis in cultured CEC. In HLA-B27 transgenic 
rats treated with IL-11, a reduction of "apoptotic cell numbers was found. 
This study demonstrates functional expression of 'the IL-llRalpha 
restricted on CEC within the human colonic mucosa. IL-11 induced 
signaling through triggering activation of the Jak-STAT pathway, without 
inducing anti-inflammatory or proliferative effects. The beneficial 
effects of IL-11 therapy are likely to be mediated by CEC via activation 
of the Akt-survival pathway, mediating antiapoptot ic effects to support 
mucosal integrity. 
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AB We have isolated a novel cell surface molecule,, the human homolog of 

osteoclast-associated receptor (OSCAR). Unlike mouse OSCAR, . hOSCAR is 
widely transcribed in cells of the myeloid lineage. Notably, hOSCAR is 
expressed on circulating blood monocytes and CDllc(+) dendritic cells but 
not on T and B cells. hOSCAR is continually expressed during 
differentiation of CD14(+) monocytes into dendritic cells and maintained 
after maturation. hOSCAR associates with the FcRgamma as shown by 
translocation of FcRgamma to the cell surface in presence of hOSCAR and 
coimmunoprecipitation from transfected cell lines and ex vivo cells. 
Engagement of hOSCAR with specific mAb leads to Ca(2+) mobilization and 
cytokine release, indicators of cellular activation. Endocytosis of the 
receptor in dendritic cells was observed, followed by passage of the 
internalized material into Lamp-1(+) and HLA-DR(+) compartments, 
suggesting a role in antigen uptake and presentation. Dendritic cells 
were able to stimulate a T-cell clone specific for an epitope of mouse 
IgGl after uptake and processing of the hOSCAR-specif ic antibody, 
demonstrating the capacity of this receptor to mediate antigen 
presentation. hOSCAR thus represents a novel class of molecule expressed 
by dendritic cells involved in the initiation of the immune response. 
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AB H2-deleted, HLA-A2, or HLA-B7 transgenic mice were 

used to identify new human cytomegalovirus (HCMV) -derived major 
histocompatibility complex class I-restricted epitopes. Three different 
approaches for mice immunization were compared for their ability to induce 
a cytotoxic CD8(+) T cell (CTL) response: (1). inoculation of infectious 
HCMV, (2). injection of immunogenic synthetic peptides, and (3). infection 



with a newly designed HIV-derived central DNA flap positive lentiviral 
vector encoding the chimeric . IEl-pp65 protein (Trip-IEl-pp65 ) . Targets 
pulsed with either known immunogenic peptides or computer predicted ones 
were used to characterize CTL. Most of the mice immunized with the pp65 
(495-NLVPMVATV-503) immunodominant peptide responded after one injection 
whereas only two of six mice responded to two successive inoculations with 
HCMV. Infection of mice with Trip-IEl-pp65 induced activation and 
expansion of CTL directed against peptides from both pp65 and IE1 and 
allowed identification of new epitopes. We further demonstrated the high 
capacity of monocyte-macrophage cells transduced with Trip-IEl-pp65 to 
activate and expand CTL directed against pp65 from peripheral blood 
mononuclear cells of HCMV-seropositive donors. Altogether these results 
suggest that Trip-IEl-pp65 is a powerful construct both to characterize 
new epitopes in combination with human leukocyte ant igen-transgenic mice 
immunization and to provide an alternative to the use of known infectious 
and noninfectious approaches to expand effector T cells for adoptive 
immunotherapy . 
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Structural and kinetic, basis for low affinity 
cross-reactivity in T cell allorecognit ion 
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Schmitt-verhulst , Anne-marie 
Centre d ' Immunologic de Marsei lle-Luminy , 



CNRS-INSERM-Univ. Mediterranee , Marseille, Fr . 
SOURCE: European Journal of Immunology (2003), 33(11), 

3060-3069 

CODEN: EJIMAF; ISSN: 0014-2980 
PUBLISHER: Wiley-VCH Verlag GmbH & Co. KGaA 

DOCUMENT TYPE: Journal 
• LANGUAGE : English 
ED Entered STN: 17 Nov 2003 

AB The alloreactive BM3 . 3TCR interacts with high affinity with H-2Kb loaded 
with the endogenous peptide pBMl (INFDFNTI) , and shows low^affinity 
cross-reactivity for H-2Kb loaded with a viral peptide VSV8 (RGYVYQGL) , 
CTL activity requiring 103-fold higher peptide contration and being highly 
sensitive to inhibition by anti-CD8 monoclonal antibody. VSV8 peptides 
substituted with pBMl/TCR contact residues (N6 and T7) retained low 
affinity characteristics and among pBMl peptides substituted with residues 
Q6 and/or G7 present in VSV8, only pBMl(G7) was recognized, albeit with 
characteristics akin to those of .VSV8 . Despite the difference in KD 
values and the faster dissociation rate of multimeric VSV8/H-2Kb as compared 
to pBMl/H-2Kb complexes, similar TCR occupancy could be achieved with both 
multimers either at 4 or 37°. Only TCR engagement with pBMl/H-2Kb, 
■ however, resulted in early (Ca2+ flux) and late (CD69 expression) 
activation events in naive BM3 . 3TCR CD8 T cells. CD8 coreceptor, 
essential for binding of the weak agonists, was dispensable for binding of 
pBMl/H-2Kb multimers and their induction of signaling in naive T cells. 
Hence, high number of TCR and coreceptor engagement by weak agonists fail to 
substitute for strong agonist TCR engagement that can be 
coreceptor-independent and involve a limited number of TCR. 
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